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DETAILED ACTION 

1. A request for continued examination (RCE) under 37 CFR 
1.114, including the fee set forth in 37 CFR 1.17(e), was filed 
3/13/09 in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 
1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been 
withdrawn pursuant to 37 CFR 1.114. Applicant's amendment, 
remarks, and 1.132 declaration of Inventor Flatt, filed 3/13/09 
have been entered. 

Claims 2-6, 11-15, 20, and 21-28 are under examination. 

2. Upon reconsideration, in view of Applicant's amendment 
adding an "indicating" step, the previous rejection under 35 
U.S.C. 102(b) has been withdrawn. 

3. Claims 2-6, 11-15, 20, and 21-28 are objected to because 
the steps of Claims 2, 3, and 11 must be indented. See MPEP 
608. 01 (m). Correction is required. 

4. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

5. Claims 2-6, 11-15, 20, 21-28 stand rejected under 35 U.S.C. 
112, first paragraph, as containing subject matter which was not 
described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and/or use the invention. 
Specifically, it is unlikely that the claimed method could be 
used to effectively diagnose early diabetes or a predisposition 
to diabetes. 

As set forth previously, a review of the specification reveals no 
data to support the underlying assumption of the claimed method that high 
concentrations of glycated insulin can be found in pre or early diabetics who 
still maintain normal glucose levels. The specification simply speculates that 
because some of the normal control subjects in Example 2 displayed high glycated 
insulin levels that those subjects would go on to develop diabetes. Absent any 
data or evidence to support this speculation said speculation alone cannot meet 
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the enablement requirement under first paragraph of 35 U.S.C. 112. 

A review of art, including Applicants' own work, e.g., McKillop et al. 
(2001, IDS) reveals that while high levels of glycated insulin are found in 
diabetics, there is no evidence to support allegations that said high level of 
glycated insulin would be found in subjects before the onset of disease. Indeed, 
see Figure 4A wherein glucose and glycated insulin levels rise at the same time. 
Also see the Inventors' later work, McKillop et al. (2006) wherein it is shown 
that glycated insulin levels in a subject are raised in response to a meal and 
vary drastically over the course of just minutes (see particularly Figure 1) . 

Applicant's arguments, filed 9/16/08, have been fully considered but are 
not found persuasive. Applicant cites Figure 1 of the instant application arguing 
that, because it shows that glycated insulin levels are highest in cohorts with 
the shortest duration of disease, the claimed method is enabled. 

A review of Example 1, for which Figure 1 displays results, reveals that 
the experiment was performed on type 2 diabetic patients (page 11) . Accordingly, 
the results are silent as regards type 1 or gestational diabetic patients. But 
more importantly, the results are silent as regards the early diagnosis of, 
predicting of, or predisposition to, any type of diabetes. Neither good, 
moderate, nor poor control of disease, nor duration of disease, tell the skilled 
artisan anything regarding the method of the instant claims. And it is further 
noted that Applicant has not addressed the issues set forth above in the 
rejection . 

Applicant's arguments, filed 3/13/09, have been fully 
considered but are not found persuasive. Applicant reviews the 
1.132 declaration of Inventor Flatt. The declaration will be 
considered here. 

The Inventor declares that the in the Aston ob/ob mouse 
diabetes model at 6 weeks of age the mice are prediabetic and 
have elevated levels of glycated insulin (3^^^ frame of the 
Figure) . 

Given that ^^prediabetic" can be defined as "a condition in 

which the development of diabetes mellitus is expected" 
(Dictionary.com), and further given that all obo/ob mice are 
expected to become diabetic, it can indeed be said that 6 week 
old ob/ob mice are "prediabetic". But it is unclear how this 
enables the claimed method, particularly as it relates to 
populations such as humans wherein the individuals are not 
expected to become diabetic. Additionally, a review of 
Declarant's newly submitted work, Flatt and Bailey (1981) brings 
into question the relevance of data derived from this animal 
model to human disease. The reference teaches that in this 
model the mice are glucose intolerant at 5 weeks, improved by 10 
weeks, intolerant again by 20 weeks, and improved again at 40 
weeks of age. This hardly resembles the course of human 
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diabetes. Also submitted was Bailey et al . (1982). This 
reference teaches that the ob/ob model is only a model for 
NIDDM, whereas the claims encompass a method for diagnosing all 
types of diabetes. Additionally, the reference teaches that 
depending on the MHC background the mice show different courses 
of disease. For example, on the BL/6 background the disease is 
characterized by mild or moderate hyperglycemia and inordinate 
hyperinsulinemia, whereas on the C57BL/Ks background the disease 
is characterized by severe and protracted hyperglycemia with 
mild transient hyperinsulinemia followed by hypoinsulinemia . 
The reference concludes by warning that, "The present study 
emphasizes that experiments using ob/ob mice should define 
clearly the age as well as the genetic background". This 
warning would seem to indicate that any results obtained using 
these mice should not be taken as representative of all 
diabetes, particularly in outbred MHC populations that would 
include humans . 

Finally note that Claim 11 further recites "a method for 
detecting diabetes", which would encompass any diabetes at any 
stage, whereas the specification discloses that glycated insulin 
levels drop as disease progresses. 

Accordingly the rejection has been maintained. 

6. The following are new grounds of rejection. 

7. Claims 2-6, 11-15, 20, and 21-28 are rejected under 35 
U.S.C. § 112, first paragraph, as the specification does not 
contain a written description of the claimed invention, in that 
the disclosure does not reasonably convey to one skilled in the 
relevant art that the inventor (s) had possession of the claimed 
invention at the time the application was filed. This is a 
written description rejection for the introduction of new matter 
into the claims. 

The specification and the claims as originally filed do not 

provide support for the invention as now claimed, specifically, 
the "indicating" step of Claims 2, 3, and 11. 

Applicant cites original Claims 2 and 3 in support of the 
new limitations. 

Neither of original Claims 2 or 3 teach an active 
"indicating" step. Whereas the claims might render such a step 
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obvious, obviousness is not the standard as regards the 
introduction of new matter into the claims. 

8. The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 

Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the 
art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

9. Claims 2-6, 11-15, 20, 21-28 are rejected under 35 U.S.C. 
103(a) as being unpatentable over McKillop et al . (August 2001, 
IDS) in view of Merriam Webster's Collegiate Dictionary (lO^'^ 
ed., 1996) . 

As set forth previously, McKillop et al. teaches the measuring of the 
concentration of glycated insulin m a biological sample m which the glucose 
levels are within the normal range (which is recited m Claim 5 as being less than 
11.1 mmol/1) (see particularly Materials and Methods, Biochemical analyses and 
Figure 1) . Note that the reference further teaches the determining of whether or 
not the glycated insulin concentration in the sample with a normal glucose level 
(labeled "Lean") is at least 20 pmol/1 (see Figure 1, top right figure wherein the 
glycated insulin level is determined in ng/ml which can be converted to pmol/ml) . 
Also note that the method is performed using the RIA recited in Claims 20 and 21. 
Finally note that the additional "wherein clauses" of the claims comprise no 
actual method steps but rather indicate merely what the results of the method 
steps can be used to determine; accordingly, they need not be taught by the 
anticipatory reference. 

Note that the claims now recite a step of "indicating the 
presence of diabetes..." or "indicating the predisposition to 
diabetes...". As set for in Merriam Webster's Collegiate 
Dictionary (10^*^ ed., 1996), to indicate can be defined as "to be 
a sign, symptom, or index of...". Given that the reference links 
glycated insulin with impaired biological activity and diabetes 
(see particularly the Abstract, the reference can be said to 
render the "indicating" of the presence of, or predisposition 
to, diabetes obvious. 

In reviewing method claims for novelty the methods are reviewed in view of 
the steps that are recited. In the instant case the steps comprise providing a 
biological sample wherein the glucose level is within various normal ranges, and 
measuring the glycated insulin concentration in said sample. Said method is 
taught by the reference in Figure 1 ("Lean") wherein the glucose concentration is 
less than 11.1 mM, less than 8 mM, and less than 7.0 mM (the concentration appears 



Application/Control Number: 10/528,537 
Art Unit: 1644 



Page 6 



to be ~2.0 mM in the first graph) and glycated insulin levels are measured (in the 
third graph) . As set forth previously, the "wherein" clauses of the claims do not 
comprise actual limitations and they do not separate the claimed method from that 

taught by the prior art. 

Applicant's arguments, filed 3/13/09, have been fully 
considered but are not found persuasive. Applicant again 
reviews the disclosure and argues that the claimed method is not 
anticipated by the prior art because of the newly added 
■"indicating" step. 

See the newly added Note to the rejection above. 

10. No claim is allowed. 

11. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. 
Gerald Ewoldt whose telephone number is (571) 272-0843. The 
examiner can normally be reached Monday through Thursday from 
7:30 am to 5:30 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor. Ram 
Shukla, Ph.D. can be reached on (571) 272-0878. 

12. Please Note: Information regarding the status of an 

application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications 
is available through Private PAIR only. For more information 
about the PAIR system, see http; //pair-direct . uspto . gov . Should 
you have questions on access to the Private PAIR system, contact 
the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free) . 



/G.R. Ewoldt/ 
G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 



